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(54) [389ie>£*M CSflflft^-f;l/X^D^T-ifESSJ 

(57) 

Serine, N- (2, 3-dihydroxybenzoyl)- b 
imol. Ester, 3-[2- [ (2, 3-dihydroxybenzoyl) amino ] 
-2-propenoate]X ^Serine, N-(2, 3-dihydroxybenzoyl) 
-, 3-[2- C (2, 3-dihydroxybenzoyl) amino ] -2-propeno 
ate]-Cft*Stt6, 2-Sift-2- (v^tKn^ 



-i- 



[gt*®l] TIB©:* (I) : 




(1) 



©1- (2,3— Kp*My , /-fA') r $ y-2- tf-^y 

5. TIE* (II) : 




(H) 



©Serine, N-(2, 3-dihydroxybenzoyl)-, 3-[2~ ((2, 3-d 
ihydroxybenzoyDamino] -2-propenoateL (II 
I) : 
Ut3] 
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(m) 



(DSerine, N-(2, 3-dihydroxybenzoyl)- f bimol. Ester, 
3-[2- ((2, 3-d ihydroxybenzoyl) amino ] -2-propenoat 



OH 

TIB^— (IV) 
IflS4] 




(5£*, R X2 , R 13 l*. *tt-P*t**JK^XWt«*»l 

fc Kn*i/M, y/Kfc^h^ 

-cmftSfrfc**^*, xr***» l - 6 
***-c«»snyt^***r*u, R 2 , R 3 tt, TK^m 

«SRft7k*a, atrial** l - 6 o*«A«ft7K* 
^R 2 . R 3 2>\ llWBO—'Boa^bBISIS^sr/^II^ 



(IV) 

HttS; (V) : 




(V) 



<5£*, R 22 , R 25 f*> ^^^SBlB^xri^ft l - 
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6<D#«^tek*S«r*U R 23 > R 24 te. **t«t* 
KfJ^ N fcKn*^/ug\ T^/^^hS, jK*«1—6 

-eiaiftsttfc^^s, xr«»*» i - e ©#«*«{b 

flfttaco-JK^; (IV) OR 2 , Ra^RgoXMU R 4 ^> 
8MB<0— (IV) co R 4 ^tTCfcSo ) . Xtt, - 
jtt* (VI) : 

Kb 6] 




tKn^S, ^/Kfry^hS, #**l—6 
o*«5SK«**K, «^$c i - 6 
■C««**Lfc**i/», XttittUHR 1 ^ 6 
***-C«(l**bfc^*»«r*U R 2 , R 3 te. **1H 
^ K*» l - 6 <o*#*K^**«. **0m^tf- 

^R 2 > R 3 *s, mJfSco-tttDS^b^^nST/^yx 
(V) : 



r 33 > R 34 tt, tt^tifcmm+xnB&iiki — 

6 0*«*K{k**SSr*b, R 32 , R 35 te> -ttt^tb* 
tKa^z/H, «Sf»l~6 

*>#«5*jiMbzK*s, fcm& i-6 o*ata«^**s 

***-C«***tfc^S«r*U, R 2 , R 3 te> Zti^ti 

mm<D- f&n (iv) <dr 2 , R 3 tmm<Dm&mv. 

StflBO— «5£ (IV) <D R 4 irEJire&S. ) <Dtttl,i>*T? 

[»*«2] TE<0-tt*: (IV) : 
[ft 7] 




R 22 ^ R 25 f*> **t«*t**JK*Xtt«*» l - 
6©#«5^toK*S*«U R 23 , R 24 i*. -tft-eft* 
Sflg^ tKn^/^ ^^T'hS, 
©**A«ft*iMS, ftXSt l - 6 <D^m^Mit7^m& 

**S"C«ift*tufc^^S«r*U, R 2 , R 3 tt. 'tti'eti 

miE<0-«* (IV) COR 2 . R 3 i^iOl^U R 4 J*, 

StflBO-jRS; (IV) (7) R 4 ^f^StffcSo ) , Xtt, - 
(VI) : 
Ut9] 



-4- 




r 33 . R 34 ^ j tti?ti*mm*3LY*$i&& 1 ~ 

6<D#«5^{bJc*S£*U R 32 , R 3 5«> ^n^tbTK 
»«ttr\ tKn^i, pt^^hX. •BMRl-e 
(D#«*«{bic5M5, 1 - 6 <D^ft^0t{b^c«X 

***T?«»S*lfc^K*:*U, R 2 , R 3 t*. -tft-Wt 
flrSBtf)— «SC (IV) OR 2 , R 3 ^loS^l, R 4 tt, 

tftfBOO— ttft (IV) <D R 4 fcEUSn?*£o ) (DffitlfrX 

£ -r 5 n - bsi^ ^ ✓ << s j mmmtt &> z> v * 

[f*$ Jg 3 ] C MfiFifc * «f ^ a *r T — t? 
Sr^TWSb^t bT, MnBA (ID ^Serine, N-(2,3 
-dihydroxybenzoyl)-, 3-[2- C (2, 3-dihydroxybenzoyl) 
amino ] -2-propenoate]I£tefifJi2^; (III) ^Serine, N- 
(2, 3-dihydroxybenzoyl)-, bimol. Ester, 3-[2- C(2, 3 
-dihydroxybenzoyl) amino ] -2-propenoate] V ^ fi^: 

[0 0 0 1] 

[0002] 

±* * >r a-* a* c suit* * ^ fr* t msm z ti z *> <o x&> 
^^s^-r^-cfo^c^m 1 ^^^/^ ce*», hc 

U *&ftJftmzmft£ltZ>bn j ££tlX&*) (M. Sakam 
oto et al. , Cancer Res. , 48, 7294-7297 (1988)^&r# 

m) > roc »Hcvoaiei»«ir±, mio kb<D+m 



fii[^i^t^^^^^^^-^otV^S (Q.-L. Choo e 
t al., Science, 244^_ 359-362 (1989) N *V>f* R. H. 
Miller &; R. H. Purcell, Proc. Natl. Acad. Sci. USA, 
87, 2057-2061 (1990)*?£r#J$) „ ffi* £>^g!t£<J; 
#S^A*BlIff«itl^*t6HCV^>r^y 

^J^UTV^o 0>J;ttf> Chiron tttfg&L 

«iIfl:fi^t5HCV(D^;^y;^ (W0 89/ 
046699*$ £r^J80 0*<DJB*K:**i-SHCVtf>* 

to et al. , Mol. Biol. Med., 7^ 495-501 (1990) 

N. Kato etal. , Pro. Natl. Acad. Sci. USA, 87, 9 
524-9528 (1990) ^#M) > *i«f i:**t5HCV- 
USl<l:0^Ifl^^«HCV- Jffli:f»SU$ 

[0 0 0 3] HCV^^yv^y/A^jH»^ 

t/^/f ^ - c v 9>r ^ y ; ai: a - K£ 

(Df^s^mtftztm&ztix^Zo «hc hcv* 

RNA7KM7-f, RNA^D^-f, T'oxr-if 

(Ti§ir£> I3f^», 36, 1679-1691 (1991) «E 
£#!$) o HCVW;^yy AOfflfRS^t U 

— ott^^n^arr— Cpro-1 ir^^tx^ 
^^-Cfe^. IO-ofn!)yyofT-» Cpro- 

ocpro-2 3&sswai-s»*^ w?^so^n-fe^jcBi# 

ttr#CO^ ^n^n^T-ifM^ Cpro-1 li. Cpro- 

T^6(M. Hijikataet al. , J. Virol. , 67, 4665-4675 

(1993), ^V^i M. R. Eckart et al. , Biochem. Res. 
Commun., 192^ 399-406 (1993) ^?r#^) 0 p70 

®6Si-^*ix5«rfS^ cpro-2 ^ffl^ter^ 
smmmft, Hcv<Dm*<Dwmx<Dftffim*m#>xm 

-0>£(A. Takamizawa et al. , J. Virol., 65, 1105-1 

113 (1991) o 

[0 0 0 4] #1*5, HCVI^^nfr-f Cpro-2 
<bS3££*t53f^e h y ^»«ir y ^nrT-fW 
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frh 1075 ~ 1185 #g^-C: Val 1074 — Thr 1186 ) % 
<t 9 Affft^tt His 1083 -X 22 -Val 1104 -X-X-Asp 1107 -X 55 

_ Gly 1163^ x . Ser 1165_ Gly 1166_ x _p ro 1168. XQ _ Gly 1178^ 

s 1083 . Asp 1107 , Ser 1165 ^, tU^Df7-f08 
KfSttjSt ; His-Asp-Ser<0»#flBt*»#UTl^ 
;t<b*l£ 0 HCVi^Pfr-f Cpro-2 

te, Cys --Ser ^tKys -Ala <£>Ffl ^tRftnc^QErfS 
h<DXhQ, IjOErT $/ME^J<D»«l-&WLTV*a o 
[0 0 0 5] V y^nf7-^<7) Cpro-2 

tisciM^^^/Dfr-^ hcv^d 

cot\ r<£> Cpro-2 (D^n-r T--^fg-i4^PE.^i-^ £ £ 

<Z> Cpro-2 cor/n^T '— ^JSttSr»*-r5«K> EP*>C 
[0 0 0 6] HCVUM^Stt, 

rt^9^^tt^*»**i-5t>o-e*5^, cms? 

CHCV/nrT-f Cpro-2 (^LT, WAttte-tG) 
[0 0 0 7] 

[*W^«P*fcUJ;5 fc-TSWB] **Wtt, mllBo^jS 
fcffiSfc-f St>O-e&0, $HP*;tf>Jt« 

j*E*3#ei?y yya77- t? (Hcv/a77-f) cog# 

fcM^irbt, ^WL^^M^^t^HCV/ 
P77- m$#J£rJ^r3w£l£&5 0 ^it, ^co 
H CV/nf T — t?»*IB*rflrr 5 {b-&*«r*»*» 

[0 0 0 8] 

X, HCV/ufT-fPlWi^t^^^^ 



v^P^r- ^ia*ffiSr^*t-r t^Btt r^L^H 

i-£>@* ©Wft^HCVT'nf T — B»IB*rW 
• •^•rtbfCo rco^fito^m. SB5r1?t3£<b LT, 2,3- 
i^fc Ka^^y^/wta, 2,5-v^t KP^yV 

an*, TE<oa (i) : 

[0 0 0 9] 

[flsi o] 




CO 



[0 0 10] Ol- (2,3-^fc Kp^t^^^^) T5: 

zwmt-rz^ tie*; ai) = 

[0011] 

[{bill 
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[0 0 12] CDSerine, N- (2, 3-dihydroxybenzoyl)-, 3 




[0 0 14] OSerine, N- (2, 3-dihydroxybenzoyl)-, b #^U*. TfBCD— (IV) : 

imol. Ester, 3-[2- C (2, 3-dihydroxybenzoyl) amino ] [0 0 15] 

-2-VTopenoate]&Z\,^nZnh<Dm^mzftm£tlZ> lit 1 3] 
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[0 0 16] R 12 , r 13 «, *ti?tiAtmm*x 

m*mi~o ) > (v) : 

[0 0 17] 
[ftU] 




(V) 



(IV) 



[0 0 18] (5£<K R 22 , R 2 s^> ^H-^hdcsBW^X 
«:R*«l-6<0*«^Kft:7k*SS:*U R 23 ^ R 

R 2 > R 3 «\ ^r^mstrlB^-jRS; (iv) cor 2 . R 3 <tl^a 

(OM^L, R 4 W\ afrtB<D-Httft (IV) CO R 4 £HgH? 

fcSo ) > xr±, — «* (VI) : 

[0 0 19] 
[flSl 5] 



(VI) 



WtK*»l-6<^*«S^^**SS:*U R 32 ^ R 

i - e o^ataK^b***, «**i-6© 

R 2 , R 3 te, *4X*ftttlB0>— «5t (IV) C0R 2X R 3 £|!^ 

ol^t, r 4 «\ fltriBo-«^: (iv) co r 4 ^gg-c 
tttt5N-i*^y^;w7 zsmmmft&z 

[0 0 2 1] *Px.T N ±3&<K>CWJR$k9'(A'*7r**rT 

«S: (IV) : 
[0 0 2 2] 
[ftl6] 




[0 0 2 0] 
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[0 0 2 3] (5£tK R 12 , R 13 f£, Zrtl^ftTkmm^JL 
ri«*«l-6<o#«aRft**«4r*U R 14 , R 

S> K** l - 6 o#«*«Yk***, M*ftl~60> 

~ 6 o#«*Kft***"C«**ixfc^»*r* U 
R 2 , R 3 te, TkiWS^ 1 - 6 <©*Bl^K{k7k* 

tfrxzfvm. r^ym. m&ztix^xhx^m 
4t*mm, m&ztix^xi>£^miKfcm&bm&i,it 
**ism. m&zftx^xhx^mitfcm&tm&v'fii 

mzm-r . ) . -«* (v> : 

[0 0 2 4] 

Hbi7] 




o 



[0 0 2 5] (5£*K R 22 , R 25 ^ *4xW**JW^X 
»K*»l-6(0*«^:^7k*SS:*U R 23 ^ R 

&m%k i - 6 <Dftn*»Htakmm. mmm i ~ e <d 



(IV) 

R 2 ^ R 3 «U *tt^ttBfrBE<o-«* (IV) cor 2 , R 3 £H3i£ 

^S^*t, R 4 tt, »iriB<o-jtt* (iv) <n r 4 t^irt? 

$)5o ) > -«5t (VI) : 

[0 0 2 6] 

[fbis] 




R35 



[0027] a*;*, r 33 , r 34 ^, *ti?ti&#mtt 

R 2 , R 3 te, Ztl^tlffimv— (IV) cr>R 2 . R 3 £l^jg 

<ax«:*u R 4 f*> «riE<o— «s« (iv) <z> r 4 tmmx 

[0 0 2 8] ^^0C^fF^fe*^(0-O(Dffi 

M^ttt, «rE^-«S; (IV) , (V) fcsv^tt 
(VI) -C^*tu-5N-«lH^^^T^yiHRai«:X 

SfFffc x r — B»fpffl *^-r*ra*4> £ 

ftfrlHO^ (II) CDSerine, N-(2, 3-dihydroxybenz 
oyl)-, 3- [2- [(2, 3-d ihydroxybenzoyl) amino ) -2-pro 
penoate33£f"±^ (III) CDSerine, N-(2, 3-dihydroxybenz 
oyl)-, bimol. Ester, 3-[2- C(2, 3-dihydroxybenzoyl) 
amino ] -2-propenoate] foZ> Wi^frkCO^^tfjtCir^ 

[0 0 2 9] 
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r— emw#\izmmztiz>, — dv) , (v) 

I Mi (VI) •C/T$n5N-fitt-<y)/^^7^»RS 

fWb&warau fflEoS; (ii) fcsvMisS (ni)-c^£ 

[0 0 3 0] JMfcftlCfi, ±a5<Z>-«* (IV) t?*S*L 

s; (ii) **vMiS; (iii)-e^£*x5~ « 

(I) COI- (2,3-^fc Kn^i/-<y^/V) T ^ 7 -2- 

BP*>> r 12 -o R 13 -0 -ii, 
P^^/wS-CfcfD, rOR 12 , R l3 fcl:J8V*-C3«S*La# 

•BRmfk*»»«>rA'^/u* (w^tf, *fvvg. 
>^g, /otvn, -ry^utvug, t/^x, 

CDT/l^^A'g (flitf, t^A** ^n^n./^, :/ 
Z> 0 **5, R ia -0 R 13 -0 -2SavMcSr#;|5S!g££ 

[0031] — ^:xy^>^gcD4<£^##i-6g 

R 14 ^: 6ffi^ff^-T^SR 16 ^. JjcSWS^ tFo^ 

i (Dttm^itTkmm-em&istiti**^ 
g, i - e <o*ats«ft**s-e«»*ttfe^ 
ga>ksl*R^5fctf>-?fc5 0 gR i4 K*3v>rti\ 

fi, yfciWK^ fc Kndr^SXtt^y^^hS^jeiJi 
[0 0 3 2] 3=/c. i -r^/-2 -^-^y-^^u>- 

WIBcoRilffR i - 6 o*«^;^b7k*«Jil^ 



hg. r/^/MMfcrsyg, r$;sxfi^r^; 

r 2> r 3 #, wia^— ffios^bwacstusr^y^^ 
i -r ^ y -2 -^y-^^v^ftife^ ^a- 
-/»a»*jB*-rsfco-e*>s. flutr. gR 2> r 3 om 

[0033] Afl«»cf4, meojftxft i - e co^s^c 
«{fc3K*g£L-ai, fift<or/^;H 

g, >fy^H, sec-^A-g, t-^/WS, 
fvi-g, ^VA-g) . ^JSi-S^^OT/i^^A-g 

(fll;Ltf, tf^/Wg, ^n^—zug, ^x^/^g. 
T^/H, -^"tr-A-g) L<> KSSffl* 

JC^gXritf-^g* Lt^^^X^^tt^ 
ofc#«*R{b**gtJ:!?#*UV\ rtt^# 

^■/^g, t Kn^y;H, ^^zfhS, Ts^/^WM 

KT2^r^^*n/Ug. h!)^h77^ft5)n^>'K 

6 0 Mi-, r(DgR 2 , R 3 tf:, pgi-5T^/g±(7)BSl 
-<^^/^gi:Sv^(-^r^$^^i 3l ^^\ ^^v^^L 

[0 0 3 4] lot, »«-7^^ E?tM£T 

-fyn^vy, 7x^/7^ 
by7 p h7r^li^D<, **tt(c»*>yt(o>b 

r/uy^/wg. ^rr/^/wg. t^t7^^/H, *f 

I^t5f77/W>5r^/H, ^-^-^T/W^^/^g, 7x^ 
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^^ai^/wBlftr/^yv*, p-t Ko^>7x^t 
*/w^*^f /wr^^^/wS, 771" =a *i/#/Utf~/l'T/U 

[0 0 3 5] R 4 te, a-T$/Wt#A'#*ti'A' 

T — If Cpro-2 fit, HCVfi^y^Ktl^S 
-TSCys -Ser &U<Cys -Ala Of^£^|Rfft^$rr 5 
fc<Zre*>!K WfB^Ser , Ala 0>#/M?3r 

$tvtv>5i -^*y-^u>-#5ia5$> 

rcoSer , Ala <D a -T 5 / H«S^«S"t*6 
J3\ tfriM-sS; (ID (III)"C^SttS^ 

xh^\ 

[0 0 3 6] fiP*>, R 4 te, **JS^F, fc Kn^ 

^ iofil WfcMt 5 ^ i: *5-CJ 5. R 

g-x -ft, -r ^yi (-NH-) , (-o 

-) , (-S-) Xtt^l^X (~CH 2 -) <D 

NH-) t-lfex., #Jx.tf, i^a-r^itfc5^P 

S^iSt©, CTx.f^, e'qy^i (i-tfnyv?/p 
r/^r^s*©»<, -ooRft:***-cB** 



[0 0 3 7] roR 4 tfS*S^r£l - (f^^y^/v) 

-c^flwsH^-r xa* n y k t m cn&<Dft*y- 

b y K(fc2l5RS:fiJffi-C# 55H^-YXj&s#* b 

^% XWt, R 4 ^ - X - R 5 Of $1^, R s ^ 

^K*M^-cfc^«^icffi^-r-5> r ^ (— nh 2 ) . 

b Kn^r^S (-0H) , ^/V^^h^ (-SH) Xft* 
(-CH 3 ) , JE^tt, R 6 ^**JH^K^<0Rft* 

LV\, R s dS**ijR^K^<oR^**a5*^fc5t>©^*5 

»ds 7 ^TO®IS-C$> 5 N ^r<offiMH<oS*»«r^«> 1 2 

[0 0 3 8] -fB& (v) xmZtiZfc&Vo&mc-IBl 
& (vi) -c*stt*ft-e*tt, arab^-iR* (iv) -e 
ssns^ttoBiJi^^^^xw^^^n^ttm^ 
B*^<^> f -f^s-cB^ife^ i fo^"c$)9, a^em-< 

^y-f/ufi«:l«<JfP»<o«5S, IP*>. SR 2 , R 3 . R 4 tt. 
— (IV) ^C0t><0^|^^(Dt)<^-Cfc5o *fc, 

R 2 > R 3 ^ R 4 «)*n**tJi:*3V^-c, J:9»*Uv^Ht>— 

«s (iv) \z&^x&m\*itimtmci><Db*&o 

[0 0 3 9] — (v) -e*stt^ft-&«^*5tfSB 
**S-C«»S*bfct Kn^i//Ht^^ rcOR 22> R 
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- ^^y/>{^S(7) 3tttc#ft^5R 23 assv>t;i&fW 
S^4f5r £<0fcv>t>0\ R 22 -0 -£LT 

[oo4o] it^^^/n^sei^st 

Wz&itmW&tk'r&z t<Dtj:^h(D, R 25 -o 
3 S£R 23 £ 4#^#&i-£ffi* 24 te, tK 

<, gR 23 £R 24 <D4>&< £ t)WW^, ^KlRlB^^rS 
[0041] -*« (vi) -e**ixSfb-&«{c*5*t6« 

ft-^iAf/l^f*. 3,4-^fc Ko^^^v^f/MSi&X 
S-e«»Ufe«5tS:«»i-*fcO^*>S. BP*>> r 33 -o 

r 34 -o -r±, attM»o^^^/H±«)3tt 

*SSt*l$nfck KP^^Htfe^ -<z>R 33 , R 

R 34 -0 -JS, 2V^dSc«:|»»Sr^"r5r 
fcco. Will t Kn*$//Hk h*V«asj:0#* 

[0042] — 8I«^y)/^;i/S^5, 2*fcM 
#ffii-6^R 32 i: 5ttic#ffi-r^>^R 35 «> zkSIK^ t 

kp^vs, ^/u^^hs, 1 - 6 <D^m^m 
it*mm. mmw i - 6 o^^^7KSis-cH*$n 

4Xfc^»d*feaW+5*>©t?fc<5. ^R 32 £R 35 
^/^/M, *^A-S#Xfc:SF*L<, *R 33 £R 

[0 0 4 3] (IV) , (V) fcSVMi (VI) T*^ 

-^^^12, 3 -v^fc Kn^-^^c^y-f/uK. 2,5 - 
v^fc Kp^^y/>f/H, 3,4 -i/t Kn^^y/ 



BK5y^ttUft^»l:«St5. (IV) , 

(v) &>£vm* (vi) ^^nsN-g&^^vV/Kr 
^SRiM^Slt fsrixfcTIBo-ittS: (VII) : 

[0 0 4 4] 




(vn) 



o 



[0045] r 2 , rjboj r 4 atria fcraarc 

igi-sr^-etSo (vn) -c 

[oo4 6] rix6>ft***-cpji*nsN-K 
*©ra«tt»3t^w*s:, nmr im*m 
[0047] *&mncwmibmmte#im&ti&. h 

C v^orr^HMSr^tft^*© 5 mJfBco^; 
(II) OSerine, N-(2, 3-dihydroxybenzoyl)- 3-[2- 
C(2, 3-d ihydroxybenzoyl) amino ) -2-propenoate]Xf^i 
(IH)cOSerine, N-(2, 3-dihydroxybenzoyl)- f bimo 
L Ester, 3- [2- [(2, 3-d ihydroxybenzoyl) amino ] -2- 
propenoate]fifpTfb^>^^^ x Streptomyces longisporo 

us JCM4261 tss^Yb-a-tt-e**^. R^flfe<Z>»^ 

OStreptomyces longisporous JCM4261 (W) SI 

So 
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[0 0 4 8] #3o, ^&{^^£l{X^£Chemical Abs 
tracts Registry File^K ^ (II) ^Serine, N-(2, 3-d 
ihydroxybenzoyl)-, 3- [2- C (2, 3-dihydroxybenzoyl)am 
ino] -2-propenoate]OL-f^fi, h V — ##734 

10-35-2<Dit&®) t bT\ 5£(III)OSerine, N-(2,3-dih 
ydroxybenzoyl)-, bimol. Ester, 3-[2- [(2, 3-dihydro 
xybenzoyl) amino ] -2-propenoate]<DL, L— f£f3\ U 
i?x h V ~##30567-78-2cO^^i: bT, ^ft^Ufc 

[0 0 4 9] wfrlbStreptomyces longisporous JCM426 

<Da-T * Sm^. 2,3 -^tKndr^y^;^ 

TV* Strife (Biochim. Biophys. Acta (1970), 215(2), 
393-402, X^B)C'J+l^frEP5 3 4 6#^$r#M) T*£S 
Srf 6 ^ fflia^SclSIIStreptomyces Ion 

gisporous JCM4261 tt^tlt, TlBi-S^NIt::^ * 

[00 50] Streptomyces longisporous JCM4261 flcCD 

1. 

RSclSK JCM4261«c«rYM^U- h (»«^^r^0. 4%, 
^/l-=i—^0.4% N ^?c2. 0%, pH 7. 3) 
±^«Lfc»#l6^t^ TflB-rsttfiRo**ift 
5ml (240f*|fc<f) jC»a-TSo 3 0U 2 0Mfit5 
gilt, 1tfri##*££#3o C<Offlr«P*«5mlSr, PC 
M^tf 10 0ml (5 0 0ml^P77^^) twDO 
X-x 3 0U 5 0Wfit5**t5o 

[0 0 5 1] 

1^1] 









2.0 % 




2.0 % 


NaCl 


0. 1 % 


K a HP0« 


0.1 % 


llgSuV7H«0 


U. i % 


CaCO s 


0. 05% 


Bacto Soytone 


1.0 % 




pH 7.2 



1#!&<Dt»mm&l&'bftm (6000 rpm, 30 Bin) U ±t» 
C6N HCl«r«*PLpH2.0^BISE-t-5 o ^ 

h » 9 A Tift* U UHM4ttfflH»«:# 

So 



[0053] »ttttWiH»«r^^y-/wc8»u ^>y 

i*:5 0 y ;*/ 48 gSrlS**:;*— ^7AO«H 

(9:1) »«K:j:9JgaS*b*li5>*c**tt«. -<^> 

TB-rSHPLCifefrfcJ: !K Hl<Z>HPLC»#f 
fcSftfc&V^T. *tm*IB25.3 min£29.7 minCOf— * £ 
bT#St<**x£o 
[0 0 5 4] HPLC##rj£# 
^I7A : YMC -Pack, 0DS -AM. 150 X4.6 mm (YMC C 
o. , Ltd) 

mm : 10%Tir b—hVMO. 1% TFA) -50%Tir h~ h 
y/W(0. 1% TFA)/40^y =7^7^Vh 

w*>. miwcm^x. &*m<D£V'b£\<\ ^ (id 

(Dit&m*. ^mP#^25.3 min<atf-^T£><9> 

co£ v\ 5£ <III)<Dfl^«&fi, »W«fM29. 7 min 

^tr-^-e&So fc*5> ^ (ii) ofb-a^n. s£ (in) 

<Djk<&m*t>ffif&m&<DK - (2,3 -^t Kn^y 
«**R±»a#:S:HPLC»«f-r*^. B2 

*x5o **3, 12 2 EAR. #0*lC*3Vvt\ rtlP)^)2i 
i£ (II) (^Serine, N-(2, 3-dihydroxybenz 
oyl)-, 3- [2- [(2, 3-dihydroxybenzoyl) amino ] -2-pro 
penoate] tt4261-I 1 , ^ (III) CDSerine, N-(2,3-dihyd 
roxybenzoyl) bimol. Ester, 3- [2- [(2, 3-dihydroxy 
benzoyDamino ] -2-propenoate](^:4261-II ^ ^tl^tl 

[0055] aria<o»^«sjft*o^*2awt. j^to 

WRWC^-TirjoU, in vitro 

^6, ^-rtvt>^PSSl 0/zM fc*5V^T. »*ffitt«r 
5 0%£JLT^fiTS*St><7>-C*)5 o *0x.T. fc 

WC#fit5i^(D7 > nr7^I^UH 

»tcffttfcia»ffiS:^rb, an^r, ffitihit»&n&ft* 



-13- 



loose] *&m<Dcmgf&#mm<D—'o<Dtm-e 
ffiriao— 8*5*: (iv) , (v) fcs^j* (v 

i) ^ztizN-w&^y-f/i'TSiymmmftxft 

[00 5 7] «HB«>JI6*»lCfF»S*bS*i:U'rW:, #J 

7/^v4tmmt ufc^ h y ^ai, # y ^jEh**, & 

(Dm. MtCft, ^M^CIIWT^I, 77 ~ 

[oo5 8] *&mcMJFt&mmm<ni&<ommx^ a: 

(II) coi^^JX^ (lll)^fc^«*>-5v^«:-tttb© 

ftp»^K:fflv^6*t*a^oj((»i:r5rtt>'Cfr 

So 

[0059] cauffitt»«3is+i!i*#*u«>s, *wafb 

tt, 4>ft< t f>jiL«p««ds, aRft^HCV^P7 

jiaffl*i:a*IBHI«*rft»«odSil»-caE> 
£ 0 fifcAJmcfcvvr. leafed UtrfBfc 

-ft*©*!**: 1.0-500 mg/kg ©$6Hd»fe3Wli-n«J: 

^t5o ft*\ K««««>iiaiC33V^T, ^tlbMl 
[0 0 6 0] *»WO*f«fk-e*Wt, K»ft^ 

y vmt^m (n -etfe-^^^-r/w^^ mb 



t*b**t±«©^^ route* (N-aift-o^-r 

[0 0 6 1 ] 

^-r^o ft*, tbommii'-i 2iceg-r*ft** 
teft#i-st>*re*>D, r. ^Mf^coNMR % i 

[0 0 6 2] (Mfeffl) -«a (IV) , (V) ttWc 

(vi) TOSftSffrMlwSfc* ftSWftfcotcHL 

N - (2,3 Kn^r^y^/W) L -±VX D^ 

[2,3 — 57 fc Ku ^r^yXr^ft KOfc Kn^^ 
S^^SS^A] 2,3 -^t KB^yX7A^k 

K 6.90 g (50 mmol),ffi^^-^/W 13. 8ml (120 mmo 
1), K 2 C0 3 8.29 g (60 mmol),&£7K^* / — /W65 ml £r 

tta*. io^imtws*fc. u mmis 

fc 0 »»^^/W25 mUCjgj^U *125 ml£fSfMttfc* 
125 ml-e^o^ 0 **«HI^^*i/?>A"CK*«, S*® 
U )SfiV>@ft:t UT15. 12g02,3 -S*fc Kn^^^ 
X7/Vft KO^^S^Wb»*#* 2,3 -v^^v^ 

[0 0 6 3] MMbl£J:S77l'9 ff fc Y<D^;V^>m^<D 

2,3 -^y^t#^yX7;wft K 14.33 

g (45 mmoD^T-fe hV60 ml,7R60 ml, T ^ KfiOft 6.1 
2 g (63 mmol) felOjfcfcfc StKMH- h y *A 

5.41 g (47.3 mmol) &'J> U*f O^P bfc 0 ^P^^Jl 
B*IB«#«r*rtfc. R^JKSrft^U Tth^SiL 

— /U50 ml X-r~tZ\ ftjftS-fr-C, Jtftl^Hfr^LTl 
2.63gCD2,3 -v^t Kn^S/felf^^y^HW 

[0064] C^^CO^jK] 2, 3 -v^VvVl^^r 
3.34 g (10 mmol) \C 20 ml, DMF3 

ffi&MfL. yk^Vtzt^^K^ 3.5 ml 

(40 mmol) Sr'>Lf o«Tlfc. tK^TT30^, 
-CI ^PflSiS^itfeo «fiBE4:«f*U M&<0*<4 

fe^^LT2.98 g02,3 -^fc Kn i/^l/VJ /V? u 
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[0 0 6 5] [N -'O^/'fMtEifc') 0 -^O-i^/u L 
— tV > : Ser(Bzl)-0H 0. 10 g (0.51 mmol), NaOH 0.0 
4 g (1.02 mmol),7Kl mlSrftl*., TK^Lfc^^^tr, 2, 
3 -^y^t^^y^/V^o!) K 0. 20g (0.56 

mmol) £0.3 mlcOTHF iC^LfcfcOSrjgTL^o tK^ 
T-Cl P*«k Sffl-C2 BfrlWRJESS-fcrfc. #«MfcSrfl>o< 
J9^D^TpH$r2 iCfiSEblO ml <D|1®3i?vU"C3 IsJttta 
Lfc 0 *^tt*^*->*AT?Jfck«, MU 0.25 g 
0>tSfl»Ul|t6VV*->f/K N— (2,3 -^V^t^rv' 

[0066] r r -t^fc^^^/uftBStLfcft-fr*** 

— /U-ftftaL^A^ZO/l ^Pd/C^JzoTTk^ft^ 
»LTJtt«»U ^fEcON - (2,3 -v>fc Kn^y 



JiWftSt©, SP*>N - (2,3 -S*fc Kn4r^y/>f 

[0067] (11*05 2- 1 1 ) m&mm 1 

<0 X 3Bfc«2^7<Bft-e*Wu ±3zEcoilO, *fj5-T5ff 

^*)lc^h^r^Si:ltfffit?)t)^ I1M8-11 

[0 0 6 8] 
[1*2] 





ft £ 4ftl 




2 




271.2 


3 


H-(3,4- 2?t KO + 'M^Vi'^) L --fc M y 


271.2 


4 


ti- (2,3- 5? fc Ms) L - 7 V 


225.2 


6 


N-(2,3-^fc Ka + ^V^^) L - 7i^77-y 


301.3 


6 


N-(2- t KO*'/- 3 b* s y*>V-( M L -Hr V 


255.2 


7 


N-(2- L K a ^ 5/ - 5 - X JU) L - -tr M V 


255.2 


8 


N-(2,3->>* h^^V^-fA-) L - t'J> 


269.3 


9 


N-(2,5-^.* h # vsy*/^^) L - -tr M > 


269.3 


10 


ft- (2,3,4- h y ^ h #S"*vyV/H L - -tr y V 


299.3 


IL 


N-(3,4,5- h y ;* L --tr y v 


299.3 



[0 0 6 9] (I 

>y^/U-0 - (3 -tert-^/^^f^-2 - (2,3 (VIII) : 

^p^-f/i/) irU [0 0 7 0] 

VCD^ [ft 2 0 ] 
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t-Bu-0-CH a 1 




[0 0 7 1] ^S*L3«IB<B{b^tt*^*Lfco 
[0 0 7 2] [0 - (2 -T%S -3 -tert-^/W^* 
*i/Zfvs<S 4 >V) -t V >"Wfe<DMM) Z-Ser-OBzl 0.3 
29 g (1 mmol), Z-Ser(t-Bu)-OH 0.443 g (1.5 mmol), 
HOBt 0.230 g (1.7 mmol), THF 5ml SriD*., TK^L^tzt 

(3-N, N-V^^^T ^ 
fcVW) ifr/UtfiM ^ K • (EDC-HC1) 0.326 

^^^N-^f;^/^yy 172^1 (1.5 mmol) 
X., ft?ft-Cft20l*IH«B*Ufc. ffMfc**vi'20 ml £Mt 
0.02 ml &lJQyL, M~C0. 5 l$HSE#bfc 0 r.tf>SJSi& 
*ClM<^^3i^»**tt20 ml ££D;tfc^(^ 20 ml <7)@^ 
^m^-/>-e3 lHiaffibfc 0 ^^&NaHC0 3 ft?q*«»20 
ml t«a»ftifc*C20 ml -??5fco/c 0 

At?iK*«, fiiU «fel^-f/W>.92 g&»fc 0 -ft 
— ;v = 100:1) "CttJlU 0.92 g0>ft&tv*vf 
[0 0 7 3] IW^COO. 60 g^^^ ^-g^^m^- 

A-20/1 *-cPd/c^«tor**^»»ur, ftaWflx* 
^^^^/W'^/waSrlKftRb, 0.17 g<£>SJ&3£ 
J$4fc« 0 - (3 -tert-^/^^f^-2 -T^^n 

[0 0 7 4] [N — <^3/>f /ufbRJtt] WbixfeRlSfe 
JE8*t NaOH 0.08 g (2.0 mmol),7K2 mlSrJO^.. tK^U 

fc£w<5^ 2,3 -^y^vt^i/^yy^/u^ n y 

K 0.78 g (2.2 mmol) £0.6 mlCDTHF iCg^Ufl: t><7>& 
ftmM%$>o< t)^DxTpH$r2 KHJML20 ml ©Blflfc* 



(VHT) 



U 0.70 g<D|frfeV^.*rA'£r#fco ^7A^n-7F 

y^y-i— Wpn^y) "CfSHU o.4i g co^v> 

* y — /W-»gfe3i^vW=20/l 4> "CPd/CiC <fc o XftMitjfr 

Ogf, 520.5 "CfeS: Lfc 0 

[0 0 7 5] (Xlkfll 3) *«jBOHCV^o^7- 

"tfB**l*!:««S*t*«WB3S: (ID RTf (in)*>ffrM& 
fr-f cpro-2 r±, fi^ttifirt-eflttia^sKy^^K 

p70 £ LT j^fctj $ tlZ> h <DX&> «9 *fil£A^1-£ - * tf 5 
Sm-C&^CO-e, ^HCV^nfT-if Cpro-2 

[0 0 7 6] Wfcife 

[0 0 7 7] I*ifHCV7'nr7-fft £TF£>^ 



-16- 



RUTIUM"* (#i¥9-996 1f^«§^ 
AH) o ft*3, HCV/nfr-f^HCV6^Ifi 
K*=-Ki-S cDNA ft, HCVC^/V^y/A ( + 

(A. Takamizawa et al. , J. Virol. , 65, 1105-1113 (1 
991) „ N. Kato et al. , Proc. Natl. Acad. Sci. USA, 
87, 9524-9528 (1990) ^£#RS) . *3SM#??tt, HC 
V- JMW/ Jx&Mm&l (N. Kato et al. , Proc. Na 
tl. Acad. Sci. USA, 87, 9524-9528 (1990) ^&#j$) 

[0 0 7 8] Sftft^lHCV^n^T- tf£=* — 
5DNA^A/t/jJ^I^7^-; K'***-*)*** 

MSG 5feT> HCV^nfT-f Cpro-2 CO^n-xT— 

I6f««©NS3 ( P70) »»©N*««. *#ttfc 
Ala 1027 — Ser 12 ° 7 Sl$# (J. Viorogy, 68, 8147-815 
7 (1994) £#JS0 , *V>«: Gly 1049 - Ser 1215 gfl#(Gen 
e, 145, 215-219 (1994), 1#W^6-3 1 5 3 7 7 

NS3gP^ IP*>P70 ^^W«M3-Kt5cD 
NA«tf<£r«]RLfc> ^Op70 ; Ala 1027 - Thr 1658 £r 
:n~Klf- £DNAf&rJfCD5' MIC, B3 (JiflJ) (r^-T 

y i -en#*^«rfTV\ Aia 1027 ^ii:^icp 

K>- ATG (Met)^r^ni-S^ £ fclc, MRBifi Eco 
R I fflWI^£#AL>fco 3* fl[|£r[£]3 (T 

«) ic^ry ^-Wf^2-e|l#*^SrffV\ Thr 1658 
<Oi[«^»Jh3 KXTAA ^*A"T6t 3* flflT 

«0*»fR«{C«JR#* Hind III SJ»Stffc*rfc#AU 
7t Q #*>*tfcDNA»rjm> £*8iCl*iJI£§*3* EcoR I 
Hind III <Dtymffi&*ti?tiMi&£tifch<Dkti:Z>o 
[0 0 7 9] ttMlHCV^nfr-m ^J»IS* 
(MBP ; maltose-binding pr 
otein ) OC^tCHCV^a^r-^^SJlSL-fcSfe^® 

(NEW ENGLAND BI0LABS (NEB) *K) pMAL-c2 %M 
EcoR I t Hind III "?iJ3$r L (C. -d. Guan eta 
1., Gene, 67, 21-30 (1988), C. V. Maina et al., G 
ene,74, 365-373 (1988)^£r#J$) , ^ktl^MBPSr 
a-KtSDNA (mal E ) fc^tr^* *HSrJtSr»» 
-TSo MI2Op70 ; Ala 1027 - T 

hr 1658 ^r^- Kt5DNA|rii'§r, T4 D N A y jf — tf 
(£j:9®i£U 7^*^ K-<**- pMAL-CP^So # 



btizy"?*^ K^^— ft, Hfrie?) MBP-p7o^^e 

flrn-FtSDNA!: pMAL-c2{C&3fc-T5 tac^u^E- 
(Ptac ) ©TII^tl> £fc^-#-ffle^£ 

i-cryt'^D vRttae-^ (Am P r ) & ft-f £ t o t * 

S 0 MBP-p70iH^®eSlSm^<^^*- pMAL-CP&ffl 

«r1T4v\ BBSS'***- pMAL-CP£W1-£*&&;i1§£r 

[0 0 8 0] [MBP-p70 »'&fieaai<Z>|alftx.S[HCV 

^j£^****»fe<oflH4**ajftx.a!HCV T'nfr-^ 
#K «T<&^J«-eff5. T^bf 

i/y ^^r^Lfc500 ml0 2 XYT^r^iftlc^V^r, 5 
L^77^^^-C3 OX:, -life GftMlSW) 
£0>Hk »«MBHfc, MBP-p70 

^#7* hfc°^y >>k (iptg) &*&»£i mtttzm 

ma-rZo §l#JKt, 3 0U 1 4«PlBSfc 5««Srff 
V\ #b*L*««««ra^«ILT*W-*-a. aunt, 

[0 0 8 1] tt*1K2La>&ftR£ftfc. «TEO±»13 
7.5ml /<y7 7 ta -ft (20mM Tris-HCl, pH7. 4, 0. 2M 

NaCl, 1 mM EDTA) ^¥§^^7^0^*7^ (32 
X63mm ; T ^ ^ NEW ENGLAND BIOLABSttJB 

MK*l/rv>5MBP-p70 §^Mfi®£l0niM-^A'b— 

ftmm (ym3o^^^u^) \c£vmm-rz> 0 ^<omm 

0. 2 M NaCl, 0. 1 M y h V V A, pH 7. 2^ 

y7r-^«toT¥»b$^t7r^y^ S-300 H 

R (Pharmacia tt§^) ^^fb, ^/VSti^ n-v' 

h^^^H'— ^rtT^o *jSS:400id1 XhirU, #®£3-2 

0ml<tLfCo @»OMBP-p70 iB-a-SeKSr^tfiil^** 

[0 0 8 2] ^ (D^f/vm^ £M L^:MBP-p70 i^ISI 

Sr, 20 mM y ^k-^ h y v^mmm, p h 7. 2 (^^, ^ 

G-25 ^7A|rMLt, SlBESr^y^r— iKB 

»$i-f^^MBP-p7o M&m&wim&mz>o *^ 

(C, ffi»-f^^MBP-p70i»^SH»»^> 5 
»&£lmg /mlJCWBEbyta, -80 ^iCT^r^o 

[0083] m&z-mmm&m<Dmmijm ^«oh 

CV/P77-W§]||tSifieflt HCV^ 
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HmWSm (NS5A/NS5B ) {C^-TSE 4 K^i-gfc&E 
M (-^J^rgB^J ; Cleavage Sequence CS) £\ MBPOC 

So ) WN*(DKi:jfAL> :^MB P <t ADK£>ifc^ 
SSK MBP-NS5A/5B-ADK b#»-tZ> 9 ) 

[0 0 84] 1% MBP-NS5A/5B-ADKiB^SeS(D*S(Cffl 

MBP|§^7^^ K-<** — (NEW ENGLAND BIOLABS 
(NEB) SI) P MAL-c2 Sr$0(S»S Xmn It Hind III 
#rb( C. -d. Guan et al. , Gene, 67, 21-30 (1988), 
C. V. Maina et al. , Gene, 74, 365-373 (1988)^£r# 
M) . ftbtlSMBPia-KtSDNA (mal E ) 

^tt^pf-mK&mm-t-Zo — adksts-k-j- 

SDNA^^n ^n-^S^«ADK3te^- (T. H 
ibino et al. , J. Biotechnol. , 32, 139-148 ^££r# 
M) ^tfADKM^^^- PMKAK3 « (^i^ 1-5 
1087^*L 4*H¥ l-51088#^«tfSr#flg) J:!>fWR 
■HR EcoR I & Hind III TMjUBrU HUM" 3. ^IBM 
BPSra-KtSDNA (mal E ) Sr^t^** — ^rtf 
^ADKSra-KtSDNAKrff^ i4{^t^y 

y*-^Lt, T4 DNAy ^\cx^m^-r^ Q 

^btl&^y K^^tt, f&iE<0 MBP-NS5A/5B-A 
DK»^®fi®^3— KtSDNA* P MAL-c2(Cfi^r^ 
tac^n^--^ (Ptac ) OfltCtl, ^tz~?—% — 

mfc^-t L,xT>m/v v^ite^(Amp r )^*-r5t 

(DbttZo Z<D MBP-NS5A/5B-ADKi»^®fiH*^^^ 
- pMAL-AK2 «r«V\ *B§^ HB101«{C3»AbJg«<e» 

-rs 0 ^-*-3se^«tsr^br^y tt;c 

y-~>^£fT4V\ ft MBP-NS5A/5B-ADKgi^M 

aiB&m-<**- pmal-ak2 ^rsmm^^fco 

[0 0 8 5] pMAL-AK2 

500 mltf> 2XYT£^^pr5J&iifi£:,Ev>T, 5 L^H 

^^^-e 30 w -sfc( m 14 bmw) 5#*-r 

So **>IB, ftfftJIMBHK:* t«A 1 nH ift5i© I 
PTG SrtSJPU-C, RMBP-CS-ADK»^l6f© 

i, ffil'bL* sonic sup 44 ml £r#fc 0 r.tf>nT*ttiB 
20 mM hl)^I»^s/77- (pH 7. 4. 0. 2 M Na 
CI, 1 mM EDTA ) T?¥*ffc LfcT * P y MC<D 

it, W^y7T-'CasJ*Ufc«, io mii ^/vh-^srg- 
*\ Sephadex G-25 ^fflV>t, 20 mM hy^SB^y7 
T- (pH 7.6, 60 nM NaCl) |£*4S 

ifi (YM3 0^yyi/y) SUBSixfcKM 



BP-NS5A/5B-ADK^^-m S KCD*g?£lC, 9 V ± u 

-/Ist l/500#«§tf> 1 M DTT£r#Dx.T, -20 < C-C«ff'f 
4*5, r<OJBHft^*K«tt, 2.81 mg 

/ml fcH«ELfc. 4*5. fffl5MBP-p70 6®$&gi"< 
* * — pMAL-CP £ & MBP-NS5A/5B-ADKj»^g & KSBSL'* 

pmal-ak2 com^m, temc^M-sm^^sm- 

PAGE^W^*^E1 5 t£##£ UTtj^\ 

[0086] c«axk) Hcv^n^r-wiwra 

(NS5A/NS5B ) tCfcMSi-* T 5 / SMBM**-*"*'*:^ 
;£gcjgg (S 3) 

Abz-Glu-Asp-Val-Val-Glu-Cys-Ser-Met-Ser-Tyr-NH 2 

(Abz: 2-r 5 y^y^A') r^j&gjfte, Hcvy 

a^T— i£-TM2J»ri**t££, Cys-Ser <DBfl"C«JWrS*L 

Abz-Glu-Asp-Val-Val-Glu-Cys-OH Ser-Met-Ser-Tyr- 
NH 2 

[0 0 8 7] B«x.MI&I«riV^in vitro^H 

cv^pfr^ttr^t^) «riB^*jfet?wi»*tv 

£ H CV/n ^ T— if »-&S 6 WMBP-p70 RTtm&?Lm 
RgfiJC MBP-NS5A/5B-ADK £r #1 1 ^ ~C , in vitroCQHCV 

[0 08 8] BHUStfKtt, J2&<D{&#g#iff}£, ^SfCSI 
Slmg /m\(Dh<D$:ifc%imW. 1 ffi& (10 mM NaH 2 P0 4 , 50 
pH7.2) T5Wfc*RLfcfc<0*rffll^ 

b LfCo ^<D^^y/^mi nl ^CTSC i^^^ (50 mM Tr 
is-HCl, 30 mM NaCl, 5 mM CaCl 2 , pH8. 5 ) 34/zl £r#n 
X.T, «#S^-rS 0 ^CV>-C, MBP-NS5A/5B-ADK&1&X. 
mW (^^^M 2.81 mg/ml ) 10 M 1 , g£§ff^*& 
5 Ml SrUHftaaWLT. 37t:-Cl^SJ£^tT5o ^r^> 
i> SDS-PAGE^cDi^^^^ 50 m1 £rflP 

[0 0 8 9] :^)S}:, 2-^/^^b^^/-/w 3.3/z 
1 ^Di5 0 r^a^JK*^, 10/zl Sr«»LT, S 
DS- PAGE L, ^Sfefe-rSo «B*A.*K&tf*© 
^n^T— tf!Bft"Cfe*i-8 ADK^^^^/^Kco^S 

BP-NS5A/5B-ADK<D^#fiir, 1gr1Zl£*£jfcr Z> ADKCOfi 

[0 0 90] te*. *«MfcK^^^^/v*^»x.r, D 

So 
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[00 9 1] i&fi&K&m^1t in vitro {£*5tt£HC 

m&WM&img /mi<Dh<D&%r%zmi&ffim ao 

mM NaH 2 P0 4 , 50 /U, pH7. 2 ) OfgtC 

Gig®M (50 mM Tris-HCl, 30 mM NaCl, 5 mM CaCl 2 , 5 
0 %^yi?n— ;V t P H8. 5 ) 10m1 > TSCi®»i£ (50 mM 
Tris-HCl, 30 mM NaCl, 5 mM CaCl 2 , pH8. 5 ) 58 /il % 

«L 125 /iM <D-&jftS«S««r20/*l fefrOLT, 37^ 
l«p|HIRIC«:fir5, RJE*fc:, 0.5 % TFA 100 // 1 fcfti 

*ih**ft*fS HPLC ^J:t)5>W^tf5o &fBHPLC<7) 
*fH** J»ffiC 4 ^7^ (4.6 mmrt«X 5.0 cm, VyDa 
cffl Srfflv\ »mfil 4%Tir 0.1% 
TFA (2 4>M) b/^ 0 4*5, »M^fV^ 

^2m1 DMF2/il £rfflV>T, tte&RI 

»(0*fPSrfrV\ -H£#J$P£LT, BtfMtt 

[0 0 9 2] SJ©«*. K«fb^»«>l»»*10Mll t b 

fc<h#o N #«Uk«ilC^B*Stt«rS3l^r. **** 
IMSHt»ft*.aW*r«v^5*«fe*fflv^ 0 * (II) , a 

(III)^)fb'&»mJPxL, 2,3 -v^b Kn^r^Sm 
1,2 --^b Kn^r^yfy (^^=3— /w) <D»*t>0f 

[0 0 9 3] 
[^3] 



K it m K 


[*H^<£«£ (96) 


a (II) co<t£#j 


79. 5 




84.2 




11-5 







an) \z7F-rzM<Dik&m*&K, hcv^pt 

* (I) 0tt5Mft3tKff«M«%3 "^fc Kb* 



«Et5t KD*^^So»*mT-Sr*iJffiLT, HCV/ 

i"5 <5o HPfe, * (I) ©«MM*it*«JBL 

HCV^Pf7-^«5tttiC?l:Bttt5t#*.e) 

[0095] ^<^z:a<Dm^®^^^<t o * 

-&fi8SKjRft^#"f"StfefiFttSr> Lineweaver-Burk plot 

^&g«£^l^c^*>l/>T, HCV^n 

tZZ>* & (II) CDfb^OIC 50 ffi««36. 5 mM^ 
(III) <Dffr&«©IC TO ttWm 0 tiMb Wb#* o 

[0 0 9 6] *<D^ MrtBflMfrMfctt, HCV^nrT 

IS (HSV-1 ) jfe^Wir y >-:/n^T— IfKBiLTfc, 

[0 0 9 7] 
[^4] 
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PMS 5 ^ (*>) 




ft£ X- >E RT 


^ I l J vviL ta 


( I T 1 1 <D /I' -£? 


r 7 / / / 


fl ?I[/m1 

V - & U/ 01 1 


4 


5 


* t r j / / ' 


f) (lfl dlf /m 

U • \J U *i U / ID 


4 






4U/ol 


1 0 


1 0 


have;/ 


0.05U/nl 


< I 


< I 




O.lU/nl 


7 


1 1 


7?*?-Xa 


O.lU/mi 


< 1 


< 1 




0. Wral 


< 1 


< 1 







His 1083 -X 22 -Val J 



-X-Ser 



4 -X-X-Asp 1107 -X 55 -Gly 1 
n6s^ ;iy ii6 6 _ x _p ro ii68. X9 -Gly 1178 ^ga^lJ^^^ 

^ /^gB?iJ*iC#^5His 108: \ Asp 1107 , Ser 
ii65^^ ^ y ^zfurT— ttoMt&ttA ; His-Asp-Se 

£o hy^>^ **mj^>i^ if, ^ 

i^af7-f^^ * 'C? K te. Hi s-Asp-S 

ttr±*#<**5**fc*o-cv>si:iw»f*nso m 



CVicSStSHCVT'nfr-^lCSLTt), fflfeO 
[0 0 9 9] ^JP^T, *8^0HCV/nfr-fPIS 
t£-jR5£ (IV) , (V) (VI) -?^£tl%4k&m~ 

CDfctf), L — fc y >\ D -ir y >\ gi^^^t Ko^> 

h y t Kn^^ttm l -ir y >\ d 
-- fey 3,4 -v^t Yxi**/? ^—/vmtt'i'z? 3 ? 

[0 10 0] 
[^5] 
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[oioi] umeoJ&S 
[0102] 







JS& $3 f¥ r t ~ ~ — jj. :r? 

w ™ * | ^fln&jg 


10uU 


1 uM 


^ (viii) <7><fc^4* 


84.2 


18.4 


N-(2,3-?fcF«i*5*7M*)-W 


41-1 


21. 5 




56.6 


43.4 


N-(3,4-2tFaWr/**} W 


36.8 


9.0 


N- (2,3-9tFot9Mt>WM 


52.0 


17.3 




68-1 


37.0 




21-3 


7.3 


N- (2-tFo*?-5->h*S"C?WMt>j2' 


19.4 


— 


N-(2,3-?/M?A;nM*)t'J> 


5.1 


— 




9.1 


— 




11.3 


— 


L-fc »; ^ 


<l-0 


* — 




<5.0 


— 




86-8 


— 




<1.0 


— 




4.1 


— 


1,3, 5-UlfcFO*3r«7f7 


22.8 


— 


l t 2 t 3-HlfcFoW7<7 


96.3 


— 


2,4,6-HJtFaV>W7jtftF 


39.2 


— 


2-tFa*-> SJE^H 


9,5 


— 


2,3-*i:Kotjfi«&«« 


11.5 


— 


2,5-^bKn^«8AIIM 


70.0 


-— 


2 1 4-*fcFn*¥«JBLSK 


14-0 


— 




! 18.7 




3,5-*fcFa02c.ft«tt 


2U. 0 




3,4 -?tFn*?^c,e. : tiffi 


50. 1 




3,4,5-MJtFn** $lflB 


96.1 




3 f 4.5-MfcFo*» Slfi^ 


92-3 




(3, 4- *tF0**7.i£*) -1, 2-l*yft-* 


96.0 




3,4->>tFD**770 


32-1 




( + )-*:r*:y (2R,3S) 


42-5 





[01] JfrH^Streptomyces longisporous JCM4261 W 

[H2] Jfo^^Streptomyces longisporous JCM4261 W 
0««±»©HPLC»#f«***rH. 
[03] H^HCV/nfT- Ki"£DNA Mr 

^■<off«mfflv^sy^*-Wf>ti, juror* 2 <d*se 

[05] CV/nf7-fM«^lf(D 

[0 6] a; (ii) <z>*b<g*afetwc5S (in)cD{b^oH 
cv^n^r-^strsiBRiaWB^rfs, aflat 

[0 7] xt (II) (Dl^tl/l^ (nDcoit^cD b 
V-f*Sls, *r*r b ]) Zfi/ls, if, HSV-1 
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-try ^^o^r— tf^«-fS»*H*ffi«:M:tt-r*BI. 
ims] 5fc (ii) o>ffc£^MtNc5*; au)<Dit^Hs<o^ 




^7 5 ,. a75 2 . 292 

13 3 3.892 4.476 4 . 628 ^ 



5.T26 6 . 199 $ - Q9 



*!!*.^i«.m. 



16.738 



15.855 16.231 



21.642 „ J 0 ' 831 
^T7?T 23.519 23.084 23 .975 ^ , ? - ? 

26.653 27.283 2 7.645 
>5TfTT 



■25.315 



31.177 31 . 67 2 



.-680 



■ 34.004 34. 558 
37.062 
$39.260 



32.564 



35.850 



4.520 



46.475 



[B2] 
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[S3] 



n **frfi y > * - vv&wsi 

1027 

Met Ala Pro lie Thr Ala Tyr Ser Gin Gin Thr Arg Gly Leu 
| AA TT C ATG GCG CCT ATC ACG GCC TAT TCC CAA CAA ACG CGG GGC CTGCtJ 
— J Q TAC CGCGGA TAG TGC CGG ATA AGG GTT GTT TGC GCC CCG Ga| 



C **§^J& > 73 - C0ffiSE?'J 

Ser Ala Asp Leu 
TG TCG GCC GAC CTG 
| ACG TAC AGC CGG CTG GAC 
EGOT22X 



1658 

Glu Val Val Thr 

GAG GTC GTC ACT T A | 

CTC CAG CAG TGA ATT CGA ] 

Hindi 1 1 

[■4] 



I 



lie Ser Asp Asp I|« v&l 

ATT TCA CAT GAT ATC GTT 

TAA ACT CTA CTA TAG CAA 
Xmnl 



Cys Cys Ser Mec Ser Tyx 
TCT TGT TCT ATG TCT TAC 
AC A AC A AG A TAC AGA ATC 



Thr Trp Thr Gly Glu Phe 

ACT TCG ACT GGT g| 

TGA ACC TGA CCA CTT AA j 




[15] 
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[17] 



[B8] 




(72) fete 

*^mFram*fifftHT@i7#35-i- 
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